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UoduodSal mucosa and allergic affections, comprising the reaction product of (+) -catechin with at least one basic ami- 
no-acid, which is more particularly selected from the group consisting of L-lysine, L-arginine and L-omithme. 



H 04585 



FOR THE PURPOSES OF INFORMAnONONLT 



Codes used to identic States party to the FCI on the inmt pa^s of pamphlets pubBshing inteniatioaal 
plications under the PCI. 



AT 


Austzia. 


SS 


Republic (^Coraa 


AU 


AoitziIU 


LI 


liecbtenstcin 


BE 


Belgium 


LK 


Sri Lanka 


6G 


Bolgaiia. 


LU 


Luxsmbouxg 


BH 


BnzO 


MC 


Monaco 


CF 


C^tzil A6icia HepubSc 


MC 


Mad^igaicar 


CG 




MR 


Mtuftania 


CH 


SwifitcffBAd 


MW 


MaUwi 


CM 




NL 


Metheriands 


DS 


GcanaoyrFedenl Republic of 


MO 


Norway 


DK 


Vtaxuuk 


RO 




n 


Fialud 


SD 


Sudan 


nt 


France 




Sweden 


GA 


Ceboa 


SN 


Senegal 


GB 


United Kiagdom 


su 


Soviet Union 


HU 


Honguy 


ID 


Ciud 


JP 


Japan 


TG 


Togo 



H 04586 



- I - 



Drug for treating affections related to an undesirable histamine levels 
of the gastroduodenal mucosa and aliergic affections. 

This invention relates to a drug and 
a method for treating affections related to an undesirable histamine 
5 level in the body or to an undesirable high histamine release in the 
body, affections of the gastroduodenal mucosa and allergic affections. 

According to the invention the drug 
comprises the reaction product of (+) -catechin with at least one ba- 
sic amino-^acid. 

10 According to a particular embodiment 

of the invention, said drug comprises the reaction product of {+) -ca- 
techin with said basic amino-acid and further at least one other orga- 
nic or inorganic acid« 

The amino-acid may be natural or 
15 not, such as, for example, lysine, arginine, ornithine, L-lysine, L-ar- 
ginine and L-ornithine. 

The inorganic acids may be, for exam- 
ple, hydrochloric acid, sulfuric acid or phosphoric acid and the organic 
acids may be aliphatic, cycloaiiphatic, aromatic, araliphatic or hetero- 
20 cyclic carboxylic or sulphonic acids, such as, for example, acetic, 
propionic, glycolic, gluconic, lactic, tartaric, citric, ascorbic, glucuro- 
nic, glutamic, methanesulfonic, toluenesulfonic, maionic, galactaric, 
galacturonic, maleic, fumaric acids. 

Based on new biochemical and phar- 
25 macological observations, it has been found that said reaction products 
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of (+) -catechin and at least one basic amino-acid, and of W -catechin, 
one basic amino-acid and at least another organic of inorganic acid, 
are able to lower the histamine level in various tissues and cells, 
including gastric mucosa mast cells, peritoneal mast cells, leucocytes 

5 and lung tissue, and to inhibit the histamine release from mast cells. 

It is known thjat the histamine present 
in human gastric mucosa is exclusively localized in the mastocyte 
cells and that said histamine has an important effect on the secretion 
of gastric acid and on the origin of gastroduodenal ulcers (K. Mohri, 

10 e.a., Agents and Actions, 8; 372, 1978). 

Furthermore, it is well known that 
histamin release caused by allergens plays a major role in aller^c 
affections. 

Consequently, the above mentioned 
15 reaction products of (+) -catechin present great pharmaceutical interest 
for the treatment of gastroduodenal ulcers and affections of tfie gas- 
tric mucosa, of gastro-intestinal aUergy and of allergic affections 
of the skin and of the respiratory system^ 

Of particular interest for said treat* 
20 ments are reaction products of (+) -catechin and L-lyane or L-argi- 
nine and of (+) -catechin and L-lysine or L-arginine and a mineral 
acid, such as hydrochloric acid, or an organic acid, such as acetic 
acid, citric acid or ascorbic acid. . 

Examples of said (+) -catechin deriva- 

25 tives which are particularly interesting are : 

(+) -catechin hydrochlorolysinatc 

(code number CP 1850 FL) 
M -catechin ascorbolysinate (code 
number CP 1939 FL) 
3Q {+) -catechin lysinate. 

The newly discovered pharmaceuti- 
cal properties of said (+) -catechin derivatives have been proved by 
several studies in vitro, on animal models and on human bein^, which 
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are summarized hereafter. 

Biochemical studies In vitro have 
indicated that (+) -<atechin hydrochlorolysinate inhibits histidine decar- 
boxylase extracted from rabbit stomach with an IC^q ^* 

^ Further studies, carried out in vitro, 

have shown that the release of histamine from rat peritoneal mastocy- 
tes, stimulated by the release inducer *8/80, is inhibited by (+) -cate- 
chin hydrochlorolysinate by 27% at a concentration of 10" M. 

The amount of released histamine 

10 has been measured after incubation of the cells at 37»C during IQ 
minutes with either an amount of compound 'fS/SO determined to obtain 
a release of 50%, either with such quantity of compound 'fS/SO in 

combination with the test substance. 

The inhibiting activity of said (+) 

15 -catechin derivatives on histamine release from rat peritoneal mastocy- 
tes has been confirmed by ex vivo studies. In these experiments the 
inhibiting effect of CP 1850 FL on the histamine release induced by 
compound WO in Sprague-Dawley rat peritoneal mast cells was stu- 
died. Sodium cromoglycate was used as a standard. The drugs tested 
20 were administered orally (suspended in 1% carboxymethylcellulose) 
during 3 days, 3 times a day at a dose of 30 mg/kg. 

The mast cells were obtained after 
sacrifice by i.p. injection of Hank's balanced salt solution (HBSS> j 
a gentle massage of the abdomen yas applied, the peritoneal fluid 
25 was coUected, centrifuged and the cell pellet resuspended in HBSS. 

The mast cells were then incubated 
during 10 minutes at 37«C in the presence of an amount of compound 
48/80, in HBSS, adjusted to obtain 50% histamine release in the control 
group. The ceUs and the supematent were recovered by centrif ugation 
30 and the histamine in the cell pellet and in the supernatant is determi- 
ned by an automatic procedure (Technicon All). 
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Compared to the controls the hista- 
mine release of the mast ceils of the CP 1850 FL-treated group was * 
decreased by 22 % and of the cromoglycate^treated group by 3%. 

The effect of CP IS50 FL was statis- 
5 tically significant whether sodium cromogiycate was inactive in these 
conditions. 

Sodium cromogiycate is a generally 
accepted anti^allergen which is in particular used in the treatment 
of allergic disorders of the respiratory system [E-G, Weinberg et al., 
10 SA Medical Journal, 6^ S96-899 (19S3)].- UsuaUy the drug is administe- 
red in the form of an aerosol, because administering per os gives 
poor results. One of its modes of action is believed to be its inhi- 
biting effect on the histamine release from mast cells [3. Bernstein, 
J. Allergy Clin. Immunol., 68; 2*7-253 (1981)]. 
15 Further studies, made in vivo, indir 

cated that intraperitoneal injection of (+) -catechin hydrochlorolysi- 
nate at 30 mg/kg^ induces a decrease of 33% of the histamine content 
in rat stomach mucosa and of 38% in the lungs. 

The effect of the (+) -catechin deriva-. 
20 tives on the histamine content of stomach mucosa has been confirmed 
by clinical studies on human beings. 

In this study, * groups of 10 healthy 
persons received per os in double blind either placebo, either 500 mg, 
1000 mg or 1500 mg of (+) -catechin hydrochlorolysinate per day during 
25 3 days. Biopsies were taken before and after the treatment. In the 
treated groups, a decrease of the histamine level of the mucosa of 
the fundus, of the corpus and of the antrum has been observed which 
is dose dependant and which reaches a 30% decrease at the highest 
dose. The number of mastocytes has decreased in the same way. 
30 In the placebo group, the histamine level remained constant in the 4 
three areas of the stomach. 

Taking into account the histamine 
release inhibiting properties of said reaction products of (+) -catechin 
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and a basic amino-acid and the known effect of histamine on the gene- 
sis of gastric ulcers, it was expected that the amino-acid derivatives 
of (♦) -catechin present beneficial effects for the treatment of affec- 
tions of tiie gastroduodenal mucosa. 
5 The preventive and curative effect 

of said (+) -catechin derivatives has clearly been proved by studies 
on animal models, which are summarized here after. 

The preventive effect of (+) -catechin 
hydrochloroiysinate and of W -catechin ascorbolysinate has been studied 
as follows : 

a) on ulcers induced by stress provoked by immobUisation i 

After one week adaptation to the environment, female rats (30 animals 
per group, 5 per cage) were immobiUsed during 12 hours by wrapping 
them, under narcosis with ether, in a piaster bandage. 
After sacrifice of the animals, the dissected stomach was visuaUy 
inspected and the lesions of the mucosa were scored according to 
their number and their intensity. 

b) on ulcers induced by stress provoked by cold : 

The experimental conditions are the same as the ones used In the 
study of ulcers induced by immobiUsation, but in this model, stress 
was induced by placing the rats, one per cage, in a cold room at -lO'C 
for 5 hours. 

The products to be tested were admi- 
nistered, immediately before the test, by intraperitoneal injection 

25 of 2 ml of a freshly prepared saline solution. The doses tested varied 
from 0.1 to 50 mg/kg. The controls received 2 ml of saline. 
The results obtained in a comparative study showed that treatment 
with the W -catechin reaction products and with -catechin induced 
a significant and dose dependant decrease in the number of lesions 

30 of the stomach of stressed rats. 

The results obtained show that the effective dose, providing protection 
against gastric ulcers to 50 % of the animals (ED50 value) is fc- 
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for CP 1939 FL : 3-5 mg/kg 
for CP 1850 FL : 8.0 mg/kg 
for (+) -catechin : 15*0 mg/kg. 

When expressed in terms of anhydrous (+) -catechin, this is the amount 
5 of anhydrous (+) -catechin corresponding to the stoechiometric amount 
o£ anhydrous catechin involved in the -catechin reaction product^ 
the ED50 values are as follows : 

- for CP 1939 FL r K5 mg/kg 

- for CP 1S50 FL : 5.0 mg/kg 
10 - for W -catechin : 13.5 mg/kg. 

Similar results were obtained against 
cold induced ulcers in rats and guinea-pigs. 

Furthermore, the preventive action 
of tfie catechin derivatives against stress induced gastric ulcers has 
X5 been shown also after their administration by oral route. 

The technique used consisted of oral 
administration to rats of 30^ mg/kg of (+) -catechin hydrochlorolysi- 
nate, given as a suspension in a 1% aqueous solution of carboxymethyl- 
cellulose. The tested product was given 3 times a day during the 
20 3 days preceding the experiment. The last . administration was given 
I hour before immobilisation of the rats during 12 hours. 

After sacrifice, inspection of the 
gastric mucosa revealed a significant decrease of the proportion of 
rats with severe lesions : from 38% for the control group to 15% for 
25 the treated group. 

The curative activity on gastro-duo- 
denal mucosa of the amino-acid derivatives of (+) -catechin has been 
established on animal models by means of the following technique: 

a. On necrosis induced by acetic acid. 

30 In rats fasted for 2^ hours, necrosis 

of the gastric mucosa was induced by intra-gastric administration 
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oi of acetic acid (i ml at 20%) one hour before treatment. 

As a suspension in an aqueous solu- 
tion of 1% carboxymethylcellulose, (+) -catechin hydrochlorolysinate 
was administered orally twice a day during 5 days. 
J Accordingly the rats were sacrifled, 

the stomach mucosa was photographed and the lesions were scored. 

bt these conditions, at a dose of 
150 mg/kg, a significant curative effect was noted ds a reduction 
of 50% of the number of animals with severe lesions. 

10 b. On erosion induced by N-acetylcysteine. 

N-acetylcysteine provokes a mucus dissolution by breaking off the 
S-S-links of mucus glycoproteins. After repeated treatment by N-ace- 
tylcysteine (100 mg/kg p.o. every 15 minutes during 1 hour) the stomach 
of the control animals (Sprague Dawiey rats) lossed 70% of the mucus 
15 [determined colorimetricaUy after Alcian blue coloration, according 
to a method described by SJ. Kome et al., 3. Physiol., 2»2, 116-117 
(1974)]. 

In a dose-effect study, CP 1850 FL was administered once orally at 
0,01, 0.1, I, 10, 30 and 100 mg/kg to Sprague Dawiey rats, 1 hour 
20 before treatment with N-acetylcysteine (100 mg/kg p.o., every 15 



minutes during I hour). 

The results obtained are the following : 



25 



30 



Dose of CP 1850 FU 
(mg/kg) 


Remaining mucus (ug Alcian blue/g tissue) 
after mucolysis by N-acetyl cysteine 
[means + SEH] 
(n - 8) 




39 +1.9 . ' 


0.01 


35 + 2.4 


0.1 


38 + 2.0 


I 


40 + 1.4 


10 


44 + 2.4 


30 


50 + 4.5 « 


100 
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Statistical analysis of the results was performed with anova and folio* 
wed by Dunnett*s t test. The significant differences with the control 
are indicated as follows : 

X significant at level p<0J)5 
5 XX significant at level p<0,Ol 

These results show a protective effect of C+) -catechin hydrochloroiysi-* 
nate which is significant from a dose of 30 mg/kg. 

In the same test conditions^ the same results have been obtained when 
CP 1850 FL has been administered (30 mg/kg) either orally, either 
10 intraperitoneally. 

c« On erosion induced by acetyisaiicyiic acid. 

Acetylsaiicylic acid (ASA) is well known to induce erosion of the gastric 
mucosa. To Sprague Dawley rats fasted for 18 hours, CP 1850 FL 
in a I % carboxymethylceilulose (CMC) suspension, has been adminis* 
15 tered orally during 3 days, 3 times a day, and one more administration 
was given 1 hour before treatment with ASA (100 mg/kg, p.oO* 

The animals were sacrified * hours after treatment with ASA, the 
stomach was removed, incised along the greater curvature and the 
degree of erosion of the mucosa in the glandular part was estimated 
20 by a scoring system designed by Marrazi-Uberti and Turba [Med. Exp. 
28* (1961)]. . 

0 = no erosion 

1 s 1*3 small erosions (4 mm or smal- 
ler) 

25 2 = more than 3 small erosions or one 

large erosion 

3 ^ one large erosion and more than 3 
small erosions 
= 3'* large erosions 

30 5 s many large erosions or ulcer-perfo* 

ration 
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The dose$ tested varied from 30 mg/kg to 300 mg/kg and the controls 
received only the vehicle (CMC). 



The following result have been obtained : 







Drugs administered 


Score 


5 


CP 1850 FL Acetylsalicylic acid 


(means + SEM) 




mg/kg 


mg/kg 


(n = 10) 








0.2 + 0.1 






100 


2.7 + 0.6 

m 




30 


100 


1.6 * OA 


10 


100 


100 


1.3 t OA X 




300 


100 


1.0 + 0.3 X 



One way variance analysis, Dunnett's t test. 
X significant at level p< 0.05 

These results clearly indicate the inhibiting effect of CP 1850 FL 
against erosion of the gastric mucosa induced by ASA. 

The lowering effect on the histami- 
ne level of the gastric mucosa and the curative activity on gastroduo- . 
denal ulcers of (+) -catechin hydrochlorolysinate have been confirmed 
in human beings in a double blind study, in which the aminoacid deri- 
vative of (+) -catechin has been compared to cimetidine. 

Patients suffering from duodenal 
ulcer were treated daily either with 1500 mg (+) -catechin hydrodiloro- 
lysinate (11 patients) either with 800 mg cimetidine (10 patients) du- . 
ring * weeks. Photographs of the ulcer and biopsies of the stomach 
mucosa were taken before and after each week of treatment. 

The results obtained with (+) -catechw 
hydrochlorolysinate confirmed the activity observed previously, since 
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a decrease of the histamine levels and a decrease of the number of 
mastocytes in the fundus, corpus and antrum mucosa by + 20 % has 
been measured. Also a decrease of the main histamine level of the 
plasma from 0.7 (+ 0-3) ng/ml to 0.3 (+ 0.1) ng/ml has been observed. 
5 The decrease was observed after one week treatment and remained 
constant during the following 5 weeks of the treatment. 

(+) -catechin hydrochloroiyslnate 

. has no effect on the intragastric pH. 

In the other group cimetxdine showed 
10 no notable ^fect or induced an increase, in some cases of more than 
10% of the histamine levels in the stomach mucosa and in the plasma* 

Further results, based on the measu^ 
rements of the ulcer diameter, confirmed the curative properties 
of W -catechin hydrochloroiyslnate on human duodenal ulcer : 7 pa- 
15 tients out of 11 had fully recovered after 1 month of treatment. 
The ulcer diameter of the other patients had decreased significantly. 

In further biochemical studies carried 
out in vitro it was found that amino-acid derivatives of (+) -catechin 
are effective inhibitors of antigen induced histamin release from leuco- 
20 cytes of persons who are sensitive to allergic affections provoked 
by pollen or house dust. 

* This activity of the catechin derivati- 
ves has clearly been established by the following technique : the leuco- 
cytes, preincubated during 10 minutes at 37^C with hydrochlorolysinate 

25 of W -catechin, were treated with the allergen, pollen or house dust, 
during 30 minutes at 37*C to activate the histamine release* 

Then the histamin level was measu- 
red in' the leucocyte suspension and the supernatant liquid and compa- 
red to the values obtained from the controls. Preincubation of the 

30 leucocytes by lO'^^M or lO'^M hydrochlorolysinate of (+) -catechin 
resulted in a release Inhibition of *5%. 
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The efiect of (■«•) -catechin hy^ochloro- 
lysinate (CP 1850 FL) on allergen induced gastric uTcer has been eviden- 
ced by in vivo tests carried out on the African rodent Praomys (Masto* 
mys). Said animal has a fecial system of histamine storing entero- 

5 chromaffin-iU<e ceils at the level of the gastric mucosa. Animals 
were sensitized with one intraperitoneal injection of 3 pg of ovalbumin 
dissolved in 0.2 ml of saUne containing 1 mg aluminium hydroxide. 
The sensitized animals developed only IgE and IgGj reaginic antibodies. 
Seven days later, 1 mg of ovalbumin in 0.0 i ml saline was injected 

10 intra-mucosally in the corpus region of the stomach. This injection 
resulted in the appearance 72 h later of a single gastric ulcer at the 
challenge site. The ulcer appeared as a round lesion, the larger ones 
reaching a size of 6 mm. This anaphylactic ulcer in the mastomys 
is very similar to that of a peptic ulceration in humans (F. Andre 

15 et al., Amer. J. Pathol., 102, 133 (1981). CP 1S50 FL, 300 mg/kg 
administered orally twice a day (2 days before the last injection of 
ovalbumin and during 5 days), decreases significantly the number of 
animals with ulcer from 23/2* (controls) to 5/12 (treated). At 10, 
30 and 100 mg/kg p.o. in the same conditions the number of animals 

20 with ulcer decreased but not significantly (respectively 9/12, 8/12 
and 9/12). • ' 

At 100 mg/kg i.p. a significant protection is also noted. 
At 100 mg/kg i.p. and at 300 mg/kg p.o. the decrease of the histamine 
level in the stomach is significant (see tables 1 and 2, pages 12 and 
25 13). 

The results show clearly the inhibiting effect of CP 1850 FL on allergen 
induced gastric ulcer and the correlation between this effect and the 
decrease of the gastric histamine level. 
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Table 1 . 

INCIDENCE AND SEVERITY OF ANAPHYLACTIC ULCER IN MASTOMYS. 





NumDer OT 
animals 


itumDer qt 
ulcerous animals 


seven score 
means ^ SEH 


NaCl 0.15 M P.O. 


24 


23 


1 & 4- 0 4 


CP 1850 FL 10 mg/kg p.Q. 


12 


9 


2.2 t 0.3 


CP 1850 FL 30 mg/kg p.o. 


12 


8 


2.1 + 0.3 


CP 1850 FL 100 mg/kg p.o. 




9 


2.4 + 0.2 


CP 1850 FL 300 mg/kg p.o. 


12 


5 


1.2 t 0.2 


CP 1850 R 100 mg/kg i.p. 


12 


6 ^ 


1.6 + 0.2 



«« p<0.0l Chi 2 corrected. 
»wss p< 0.001 Chi 2 corrected. 



H 04598 



•13 - 



01 



tn 



O 



CO 
O 

o 

s - 



UJ 



CO 



o 
o 

co 



o 

UJ 



UI 
Ul 

CO 



O ftt B 



C/) UJ 

rs o </i 
o 4-» s 

U <A 40 

to s s 



i/l Ui 
01 CO 

3 o 

O -M C 
U «5 
3 <d 01 



O 



Ui 

to 



O 

t- CD +1 
S B 

Ml I s 



o 

(/I 
O fO 



s 
o 



tn O oi ro O 

+ 1 +1 +1 +1 4*1 +• 

o o> CO in 

ro CO f-» CM Ol CM 



^ CO CO f*> o ^ 

+ 1 +1 +1 -hi 

o (O m a> r^. 

«-i o ai o 1^ 



evi lo «^ ^ cn GO 

4-1 +1 +1 4»l +1 4-1 

1-1 ^ CM m VO U3 

CM CJ est CM ^ C4 



O CO ^ 03 D CM 

<n in o f** in 

CM ^ ro CO CO no 

4.f 4-1 +1 4H +1 4-1 



on 00 

^ CM O 



00 CO 
CM Ol O 



O ^ 
u> ^ *n CO 



o 



to 



o o 



o 



CM 


CM 




CM 


CM 


P.O. 


p.o. 


a 

CL 


O 

• 

CL 


CX 


ifig/kg 


mg/kg 


mg/kg 


mg/kg 


rag/kg 


o 


o 
tn 


o 
o 


o 
o 


o 
o 




FL 


FL 


FL 


ui 


1850 


1850 


1850 


1850 


1850 


CP 


CP 


CP 


CP 


CP 



C C 

O 01 

"o -a 

3 3 

</> CO 

-Ml -Ml 

o o 



V V 



it 



H 04599 



wo 85/00517 




*'UT/lfl«54/UUUl«| 



The activity of amino-acid derivati-* 
ves of (+) -catechin on the histamine level of lung tissue is shown 
by the following experiment : two groups of 10 female Sprague-Dawley 
rats received either placebo either 30 mg/kg (+) -catechin hydrochloro- 
lysinate during 3 days, 3 times a day. The drug was administered 
per OS as a suspension in carboxy methyl cellulose (196 in water). 
Five hours after the last treatment the rats were sacrified and the 
histamine level in the homogenized lung tissue has been determined. 
In -the treated group a decrease of the histamine level of 38% compared 
Q to the control group has been measured. * 

Toxicological studies have shown 
that the considered amino-acid derivatives of (+) -catechin have extre- 
mely low toxicity* 

The acute toxicity of (+) - catechin 
15 hydrochlorolysinate, administered per os in rat is over 6 g/kg in botfi 
sexes. No mortality was found up to this dose, which did not cause 
behavioural changes. 

Subacute toxicity studies in rat and 
in Cynomolgus monkeys indicated that (+) -catechin hydrochlorolysi- 
20 nate is well tolerated at doses up to 1000 mg/kg administered daily 
and per os during 5 weeks to monkeys and during 6 weeks to rats. 

Besides, (+) -catechin hydrochlorolysi- 
nate is free of mutagenic properties, as is proven by the results of 
the. Ames test and by the absence of chromosomic aberrations on 
25 human lymphocytes in vitro. 

The experimental results given above 
clearly demonstrate that the amino^cid derivatives of (+) -catechin, 
specified previously, exhibit important protective and curative acti- 
vities on lesions of gastroduodenal mucosa and anti-allergic properties 
3Q since they are able to lower the histamine content in various tissues 
and to decrease the histamine release from various cells. 

Consequently, said compounds have 
great therapeutical value for the treatment of gastroduodenal ulcers 
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and for the treatment of aUergic affections of the respiratory system, 
such as asthma and rhinitis, of aUergic affections of the skin, such 
as contact dermatitis and urticaria, of gastro-intestinaT allergy and 

of allied allergic diseases. 
5 The catechin derivatives useful for 

this invention may be administered, in view of the intended therapeu- 
tical application, orally, parenteraUy, topically, rectally or as an aero- 
sol in various galenic forms. 

This comprises pharmaceutical compo- 
10 sitions containing as active ingredient at least a minimal effective 
amount of at least one of said reaction products of (+) -catechin and 
L-lysine, L-arginine or L-ornithine and which may contain also dUuents, 
carriers or excipients and/or pharmaceutical active ingredients. 

Thus for example the compositions 
15 to be administered oraUy can be liquids or soUds and exist as tablets, 
sugar-coated pills, coated tablets, capsules, granules, powders, syrups 
or suspensions. The dry oral formulations comprise additives and exci- 
pients usually used in galenic pharmacy, inert diluents, desintegration 
agents, binders and lubricants, such as lactose, starch, talc, gelatin, 
20 stearic acid, cellulose and derivatives thereof, silicic acid, magnesium 
stearate, polyvinylpyrrolidone, • calcium phosphate, calcium carbonate 
and the like. 

The aqueous suspensions, the emulsi- 
ons and the oily solutions are prepared in the presence of sweetening 
25 agents, such as dextrose or glycerol, flavouring agents, such as vanUlin 
for example, and can also contain thickening agents, wetting agents, 
preservation agents. 

The oily emulsions and solutions are 
prepared in an oil of vegetal or animal origin and can contain emulsi- 
30 fiers, flavouring, dispersing, sweetening and antioxidant agents. For 
parenteral administration, sterile water, an aqueous polyvinyipyrroU- 
• done solution, peanut oil, ethyl oleate and the Uke are used as a vehicle. 
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These aqueous or oily injectable solutions can contain thickening, 
wetting, dispersing and gelling agents- 

For rectal administration, several galenic forms can be used such 
as suppositories or rectal capsules or gels* 

5 The catechin derivatives useful for 

treating and preventing gastroduodenal and allergic affections can 
be used alone or in combination with other pharmaceutical active 
compounds exerting a similar or a different activi^. 

Usual daily doses for oral and rectal 

10 administration of the (+) -catechin derivatives, may vary from 200 
mg to 5 g, and are preferentially 1500 mg. Usual daily doses for 
parenteral, administration of the (+) -catechin derivatives vary from 
50 mg to 5 g and are preferentially 1500 mg. 

For topical administration galenic 

15 forms such as, for example, creams, pastes, ointments, solutions, sus- 
pensions, emulsions or gels can be used and the usual concentration 
compound in said galenic forms may vary from 0.1% to 30%. 

Hereafter, a few galenic formulations 
are described as non limitative examples in which the active compound 

20 is represented by A and in chosen from the following compounds : 
{+) -catechin hydrochlorolysinate 
{+) - catechin ascorbolysinate 
(+) -catechin lysinate. 



Tablets 

25 A 500 mg 

Ac-Di-Sol 90 mg 

Aerosil 200 20 mg 

Polyvinylpyrrolidone 30 mg 

Talc ' 30 mg 



H 04602 




- 17 - 



A 200 mg 

AerosU 200 12 mg 

Talc 12 nig 

Ac-Di-Sol 35 mg 

5 Magnesium stearate I mg> 

Suppositories 

A 500 mg 

Witepsol H 15 2500 mg 

Injectable 

10 A 20 mg 

Benzylalcohol 20 mg 

Lysine ad pH = 7 A 

aqua purificata ad 1 mi. 

Cream 

15 A .10 mg 

Glycerin 2 g 

Perhydrosqualene & g 

Liquid paraffin 8 g 

SoUd paraffin 6 g 

20 Cetylstearyl alcohol **5 g 

Sodium cetylstearylsulfate 0.5 g 

Emulgine B-3 2 g 

Aluminium stearate 0.3 g 

Citric acid 0.1 g 

25 Nipasept 0.2 g 

DistUled water ad 100 g 
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It has to be noted that the studies 
and tests referred to hereinabove are also valid for drugs connprising 
the reaction products of (+) -catedxin with L-arginine or L-omithine 
and optionally combined with another acid as defined hereinabove.- 
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CLAIMS 

K Drug for treating affections rela- 
ted to an undesirable high histamine level or to an undesirable high 
histamine release in the body, for treating affections of the gastroduo- 
5 denal mucosa and allergic affections, comprising the reaction product 
of (+) -catechin with at least one basic amino-acid, 

2. Drug according to claim 1, wherein 
the basic amino-acid is selected from the group consisting of Hysine, 
L-arginine and L-omithine. 

3. Drug according to claim 1 or 2, 
comprising the~reaction product of (+) catechin with said basic amino- 
acid and further at least one other organic or inorganic acid. 

Drug according to claim 3, wherein 
said other acid is selected from the group consisting of hydrochloric 
15 acid, acetic acid, citric acid and ascorbic acid. 

5. Drug according to anyone of claims 
I to 4, wherein said reaction product is in association with at least 
one suitable excipient. 

6. Drug according to claim 5, being 

20 in the form of a solution or an aerosol. 

7. Drug according to claim 5, being 

in the form of an ointment or a cream. 

8. Drug according to claim 5, being 

in the form of suppositories. 
2j 9. Drug according to claim 5, being 

in the. form of tablets* 

10. Drug according to anyone of 

claims 1 to 9 for treating gastroduodenal ulcer. 

11. Drug according to anyone of 

30 claims 1 to 9 for treating gastro-intestinal allergy. 

12. Drug according to anyone of 
claims 1 to 9 for treating allergic affections of the respiratory system. 
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13. Drug according to anyone of 
claims 1 to 9 for treating all^gic affections of the skin, atlergic con- 
tact dermatitis and urticaria. 

14. A method for treating disorders 
5 related to an undesirable high histamine levei or to an undesirable 

hi^ histamine release in the body» for treating affections of the g^tro- 
duodenal mucosa, for treating gastroduodenal ulcer and for Seating 
allergic affections, which- comprises administering to a host in need 
for such treatmeit an effective amount to produce a curative or preven- 
10 tive effect, of the reaction product of (+> -catechin with at least 
one basic amino-acid and optionally with another acid. 

15. A method as claimed in claim 
14, wherein the basic amlno*acid is selected from the group consisting 
of L-lysine, L-vginine and L-ornithine. 

15 16. A method as claimed in claim 

1* wherein said other acid is selected from the group consisting of 
hydrochloric acid, acetic acid, citric acid and ascorbic acid. 

17. A method as claimed in claim 
U wherein the basic amino-acid is L-lysine and said other acid is 

20 hydrochloric or ascorbic acid. 

18. A method as claimed in one of 
claims 14 to 17 for treating lesions of the gastroduodenal mucosa. 

19. A method as claimed in one of 
claims 14 to 17 for treating gastroduodenal ulcers. 

25 20. A method as claimed in one of 

claims 14 to 17 for treating allergic affections. 

21. A method as claimed in one of 

claims 14 to 17 for treating allergic affections of the gastrockiodenal 

mucosa or of allergic gastroduodenal ulcers. 
30 22. A method as claimed in one of 

claims 14 to 17 for treating allergic affections of* the respiratory 

system. 
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23« A method as claimed in one of 
claims 14 to 17 for treating allergic affections of the skin. 

24* A method as claimed in one of 
claims I* to 23 comprising administering said (+) -catechin reaction 
product orally, rectally, parenterally, topically or as an aerosol at 
a daily dose of ^0 mg to 5 mg, preferably orally or rectally at a daily 
dose of 200 mg to 5 g or parenterally at a daily dose of 50 mg to 

5g- 
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